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PRIORITY APPLN. INFO.: WO 2005-US6371 W 20050228 

WO 2004-US28238 A 20040830 

AB Provided are methods for detecting a metabolic disorder 
in an individual using mass spectrometry. One method 

involves: (a) contacting a sample containing (i) metabolically indicative 

enzymes and (ii) metabolic analytes, with substrates for the 

enzymes to produce a reaction admixt . , under conditions wherein at least 

one of the enzymes is capable of acting on a corresponding substrate to 

generate at least one product, and wherein protease inhibitors are 

present; (b) contacting the reaction admixt. with a reagent that inhibits 

the ability of the enzymes to act on a corresponding substrate, wherein 

the metabolic analytes and at least one product are soluble in the 

reagent; to produce a test sample; and (c) determining the presence or amount 

of 

the metabolic analytes and at least one product contained in the 
test sample using mass spectrometry, wherein a determined 
presence or amount of the metabolic analytes and the product 
correlates with presence or absence of the metabolic 

disorder. Exemplary simultaneous determination of biotinidase and the 
a-amino acid and acylcarnitine analytes in dried blood sample for 
diagnosis of biotinidase deficiency in newborn is described. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB This invention relates to methods and compositions useful in detecting 

enzymatic activity. Also featured are methods for diagnosing enzyme 
deficiencies such as metabolic disorders. 
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AB Described are specific biotinylation sites in histones, polypeptide 

fragments of histones comprising such biotinylation sites, and 
antibodies that selectively bind to such biotinylated sites. Also 
described are methods to detect biotinylation in a sample, to detect 
biotinyl transferase activity in a sample, to identify regulators of 
biotinylation, and to detect activities associated with histone 
biotinylation. Also described is an assay to detect or measure histone 
debiotinylation . 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Water-soluble discrete multi-biotin-containing compounds with at least 

three (3) biotin moieties are disclosed. The water-soluble 
biotin-containing compounds may additionally comprise one or more 
moieties that confer resistance to cleavage by biotinidase or that is 
cleavable in vitro or in vivo. The discrete multi-biotin-containing 
compounds may include a reactive moiety that provides a site for 
reaction with yet another moiety, such as a targeting, diagnostic or 
therapeutic functional moiety. Biotinylation reagents comprising 
water-soluble linker moieties are also disclosed and may additionally 
comprise a biotinidase protective group. Methods for amplifying the 
number of sites for binding biotin-binding proteins at a selected target 
using multi-biotin compounds also are disclosed. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
AB Provided are methods for detecting a metabolic 

disorder in an individual using mass 

spectrometry. One method involves (a) contacting a sample 

containing (i) one or more metabolically indicative enzymes and (ii) one 

or more metabolic analytes, with one or more substrates for 

said one or more enzymes to produce a reaction admixture, under 

conditions wherein at least one of said enzymes is capable of acting on 

a corresponding substrate to generate at least one product, and wherein 

one or more protease inhibitors are present; (b) contacting said 

reaction admixture with a reagent that inhibits the ability of said one 

or more enzymes to act on a corresponding substrate, wherein said one or 

more metabolic analytes and said at least one product are 

soluble in said reagent; to produce a test sample and (c) determining 

the presence or amount of said one or more metabolic analytes 

and said at least one product contained in said test sample using 

mass spectrometry, wherein a determined presence or 

amount of said one or more metabolic analytes and said at 

least one product correlates with presence or absence of said 

metabolic disorder, product correlates with presence 

or absence of said metabolic disorder. 
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AB The present invention provides a method 

metabolic disorder in an individual. The 
involves (a) contacting a sample contain 
metabolically indicative enzymes and (ii 
analytes, with one or more substrates for said one or more enzymes to 
produce a reaction admixture, under conditions in which at least one of 
said enzymes is capable of acting on a corresponding substrate to 
generate at least one product; (b) contacting said reaction admixture 
with a reagent that inhibits the ability of said one or more enzymes to 
act on a corresponding substrate, wherein said one or more 
metabolic analytes and said at least one product are soluble in 
said reagent; to produce a test sample and (c) determining the presence 
or amount of said one or more metabolic analytes and said at 
least one product contained in said test sample using mass 
spectrometry, wherein a determined presence or amount of said 
one or more metabolic analytes and said at least one product 
correlates with presence or absence of said metabolic 
disorder . 
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AB Water-soluble discrete multi-biotin-containing compounds with at least 

three (3) biotin moieties are disclosed. The water-soluble 
biotin-containing compounds may additionally comprise one or more 
moieties that confer resistance to cleavage by biotinidase or that is 



cleavable in vitro or in vivo. The discrete multi-biotin-containing 
compounds may include a reactive moiety that provides a site for 
reaction with yet another moiety, such as a targeting, diagnostic or 
therapeutic functional moiety. Biotinylation reagents comprising 
water-soluble linker moieties are also disclosed and may additionally 
comprise a biotinidase protective group. Methods for amplifying the 
number of sites for binding biotin-binding proteins at a selected target 
using multi-biotin compounds also are disclosed. 
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